Endogenous inhibitor of 15-hydroxyprostaglandin dehydrogenase in human placenta.
An endogenous inhibitor of NAD-dependent 15-hydroxyprostaglandin dehydrogenase (PGDH) in human placenta has been anticipated, but not yet isolated. In this study, we used acetone to extract an inhibitor of PGDH from a 10,000/g supernatant fraction of human placenta and partially purified it by precipitation at pH 5.2. The inhibitor was heat stable and resistant to trypsin, but easily inactivated by lipase treatment. It appears to be a kind of lipid with a low molecular mass of less than 1000 daltons. Inhibitory activity showed pH dependency with an inhibitory peak at pH 11 and a plateau from pH 8.0 to 9.0. The pattern of inhibition was competitive with regard to PGE2 and uncompetitive with regard to NAD at pH 8.0. The Ki value for PGE2 was calculated to be 18.9 microM. This endogenous inhibitor may have an important role in prostaglandin catabolism in human placenta.